October 4, 1954

Dr. George Xlein
Institute for Cell Research
Karolinska Indtitutet
Stockholm 60, Sweden

My dear Kleln:

Thank yox for your letier of September 2, answerlng my cuestions
on Lettre's work. My own reading of this had left me far from convinced
and your adled comments make it clear that the declsive experiments re-ain
to bse dome. I would hope that you might 8ind the occasion to go over some
of his more pertinent experiments yourself, in addition to the incidental
tests of mitotic stimulation. On page 2 you mentionad something about
effects of "mitochondriz from non-specific scurces". I had looked specificidlly
for this dxperiment in his papers, but did not notice it. Can you direct
me to it? I also had the impression that his "muclear" fractions were relatively
inactive, cxcept that fragments did stimulate mitosis. Perhaps these points
are taken up in paper IX of his series, which I have mot yet seen.

I was particularly interested % hear of your experiments deaiing
with the possibility of trensduction. If you are using as markers, traits
thit are occasionally subject to spontaneous change, you should have a
well-definad system for detecting transduction. And with the ascites; you
huve an unexampled opportunity to verify the precisiocn of your detection
methods by meais of reccnstruation experiments. This poiat, the verified
possibility of detecting single transformed cslls is, of course, ths bugaboo
of mpsp experiments aiong these lines, I am sorry I cannot suggest possible
examples of transduction in higher org nisms—— I had hoped to be abls to look
to you for thezm eventually. Ths only things that come anywhere neur are
in the Hedawar-Billinghan studies on pigmentaticn 'and I must say I am still
not absclutely convinced that the migratory agent is a particle rather than
an intact cell ], and, at least in hope, sume of Mazla's and Brachet-Shaver's
on the modification of development in frog esgs by DNA and gramiles rsspectively.

The only suggestions I could make would be o) to subsbanitiate the detec—
tion procedures by reccnstructed mixturss -nd b} %o ewamine, possibly, 2 further
range of markers-— drug resistance (Law) might work very well sisc. T would
also repeat an earlisr romark that there is still some nysterg about the
Stasney et ul. story, if intact cells ahev not been directly dsuonstrated.

How about the effect of DNfasy in that system?

0f course I am happy to continue tc exchange papers with you. Lately
I've been toc busy with the micromanipulaticn of conjugal pairs to keep up
with my office chores.

3 Yo <@l x
P,5. Have you the markers that would enable you fours slncerely,

to pick up, selectively, recombination between
intict cells in ‘"mixed culture"?

Joshuu Lederberg



